NDA 76187

Levothyroxine Sodium
Tablets USP

0.025mg, 0.05mg, 0.075mg,
0.088mg, 0.1mg, 0.122mg,
0.125mg, 0.15mg, 0.175mg,
0.2mg and 0.3mg

Mylan Pharmaceuticals

Approval Date: June 5, 2002

Patent / Exclﬁsivity
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Active Ingredient Detail Record Search Page 1 of 4

Search results from the "Rx" table for query on "021210."

Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: . - Tablet; Oral

Proprietary Name: = UNITHROID

Applicant: STEVENS J

Strength: 0.025MG

Application Number: 021210

Product Number: 001

Approval Date: Aug 21,2000

Reference Listed Drug No -

RX/OTC/DISCN: RX

TE Code:

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

~ Dosage Form;Route: Tablet; Oral _

Proprietary Name: UNITHROID ‘f _
Applicant: STEVENS J -
Strength: 0.05SMG 3
Application Number: 021210 -
Product Number: 002

Approval Date: Aug 21, 2000

Reference Listed Drug No

RX/OTC/DISCN: RX

TE Code:

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: Tablet; Oral

Proprietary Name: UNITHROID

Applicant: - STEVENSJ

Strength: 0.075MG

Application Number: 021210

Product Number: ~~ — 003

Approval Date: Aug 21, 2000

Reference Listed Drug No

RX/OTC/DISCN: RX

TE Code:

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

accessdata fda.gov/scripts/cder/ob.. ./tempaidet.cﬁn?Appl_No=021210&TABLE1=R 6/7/01
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Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENS J
Strength: 0.088MG
Application Number: e 021210
Product Number: = 004
Approval Date: Aug 21, 2000
Reference Listed Drug No
RX/OTC/DISCN: RX
TE Code:
Patent and Exclusivity Info for this product: Click Here
Active Ingredient. LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENS ]
Strength: 0.IMG
Application Number: 021210 :
Product Number; 005 } -
Approval Date: Aug 21, 2000 P 3~
Reference Listed Drug No o F
RX/OTC/DISCN: RX
TE Code:
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENS J
Strength: 0.112MG
Application Number: 021210
Product Number: 006
Approval Date:” * - ‘ Aug 21, 2000
Reference Listed Drug No
RX/OTC/DISCN: - RX
TE Code: -
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral

" Proprietary Name: UNITHROID
Applicant: STEVENS J

http://www.accessdata.fda.gov/scriptslcderlob.../tempaidet.dﬁn?Appl_No=021210&TABLE1=R 6/7/01



Active Ingredient Detail Record Search Page 3 ot' 4
Strength: 0.125MG
Application Number: 021210
Product Number: 007
Approval Date: - Aug 21, 2000
Reference Listed Drug™ No
RX/OTC/DISCN:.. = RX
TE Code: ‘
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENSJ
' Strength: 0.15MG '
Application Number: 021210
Product Number: 008
Approval Date: Aug 21, 2000
Reference Listed Drug No -
RX/OTC/DISCN: RX {
TE Code: i Zw -
Patent and Exclusivity Info for this product: Click T
Active Ingredient. LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENSJ
Strength: 0.175MG
Application Number: - 021210
Product Number: 009
Approval Date: Aug 21, 2000
Reference Listed Drug No
RX/OTC/DISCN: RX
TE Code: T
Patent and Exclusivity Info for this product: Click Here
Active Ingredient: - - _ LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENS J
Strength: 0.2MG
Application Number: 021210
Product Number: 010

http'.//www.accessdaxa.fda-gov/scripts/cder/ob...ltempaidet.cﬁn?Appl_No-ﬂZlZl0&TABLE1=R 6/7/01



Active Ingredient Detail Record dearch Page 4 of 4

Approval Date: Aug 21, 2000
Reference Listed Drug No
RX/OTC/DISCN: - RX
TE Code: 2
Patent and Exclusivity Info for this product: Click Here
Active Ingredient:~ = LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name: UNITHROID
Applicant: STEVENSJ
Strength: 0.3MG
Application Number: 021210
Product Number: 011
Approval Date: Aug 21, 2000
Reference Listed Drug Yes
RX/OTC/DISCN: RX

" TE Code:

Patent and Exclusivity Info for this product: Click Here

Thank you for searching the Electronic Orange Book!

Return to Electronic Orange Book Home Page

http:/Iwww.aocessdata.fda.gov/scripts/cderlob.../tempa.idet.cﬁ:n?Appl_NO'--OZIZIO&TABLE1=R 6/7/01
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Active ingredient Search Results from "Rx" table for query on “levothyroxine.”
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Thank you for searching the Electronic Orange Book

Retumto E nic Orangs Book Home Page

http:!/www.accessdata.fda.govlscripts!cderlob/docsftempai.cﬁn 6/7/01



patent and Exclusivity Search Results from query on 021210 1.

Patent Data
There are no unexpired patents for this product in the Orange Book Database.
[Note: Title | of the 1984 Amendments does not apply to drug products submitted or

approved under the former Section 507 of the Federal Food, Drug and Cosmetic Act
(antibiotic products). Drug products of this category will not have patents fisted.]

Exclusivity Data

There is no unexpired exclusivity for this product.

Thank you for searching the Electronic Orange Book
n E wi

Re (] n n H

ﬁ;.;;p...-_-i.-l

http://www.accessdata.fda.gov/s. _Jpatexcl.cfm?Appl_No=021 210&Product No=011&tablel=R 7/2/01
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Patent and Exclusivity Search Results from query on 021210 001.

Patent Data

o~

There are no ungxp_ipd patents for this product in the Orange Book Database.

INote: Title | of the 1984 Amendments does not apply to drug products submitted or
approved under the former Section 507 of the Federal Food, Drug and Cosmetic Act
(antibiotic products). Drug products of this category will not have patents listed.}

Exclusivity Data

There is no unexpired exclusivity for this product.

Thank you for searching the Electronic Orange Book
Patent and Exclusivity Terms '
Retum to Electronic Orange Book Home Page

' -qv Q;r-}-"‘ .

http:llwww.accessdata.fda.gov/..Jpatexcl.cﬁn?Appl_No-O21210&Product_.No-001&tablc1-R 4/25/02
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Search results from the "Rx" table for query on "021210."

Active Ingredient:  __ LEVOTHYROXINE SODIUM

Dosage Form;Route: ™ Tablet; Oral

Proprietary Name . 7 ~ UNITHROID

Applicant: STEVENS J

Strength: 0.025MG -

Application Number: . 021210

Product Number: 001

Approval Date: AUG 21, 2000

Reference Listed Drug: No

RX/OTC/DISCN: RX

TE Code: BX

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: Tablet; Oral RY
Proprietary Name UNITHROID I
Applicant: STEVENS J _: ?‘ '
Strength: 0.05MG -
Application Number: 021210

Product Numbe: 002

Approval Date: AUG 21, 2000

Reference Listed Drug: No

RX/OTC/DISCN: . RX

TE Code: BX

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

Dosage Form;Route: Tablet; Oral

Proprictary Name - _ UNITHROID

Applicant: STEVENS'J

Strength: . 0.075MG

Application Number:  *- . 021210

Product Number: . 003

Approval Date: AUG 21, 2000

Reference Listed Drug: No

RX/OTC/DISCN: RX

TE Code: BX

Patent and Exclusivity Info for this product: Click Here

Active Ingredient: LEVOTHYROXINE SODIUM

hitp://www.accessdata.fda.gov/scripts/cder/. .Jtemptndet.cfm?Appl_] No=021210&TABLE1=R  4/25/02
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Dosage Form;Route: ' Tablet; Oral

Proprietary Name UNITHROID
Applicant: _ STEVENSJ
Strength: -~ . 0.088MG
Application Number: _ 021210
Product Number: = -~ 004
Approval Date: AUG 21, 2000
Reference Listed Drug: No
RX/OTC/DISCN: * RX
TE Code: BX
Patent and Exclusivity Info for tlns product Click Here
Active Ingred:ent. LEVOTHYROXINE SODIUM
Dosage Form;Route: ~ Tablet; Oral
Proprietary Name UNITHROID
Applicant: STEVENSJ
Strength: 0.IMG
Application Number: 021210 3
Product Number: 005 &
Approval Date: AUG 21, 2000 i a
 Reference Listed Drug: No ' o
- RX/OTC/DISCN: RX
TE Code: BX
_ Patent and Exclusivity Info for this product: Click Here
* Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: - Tablet; Oral
Proprietary Name _ UNITHROID
Applicant: .- STEVENSIJ
Strength: " 0.112MG
Application Number: 021210
Product Number: - 006
Approval Date: ' AUG 21, 2000
Reference Listed Drug: *. , No )
RX/OTCDISCN: - RX
TE Code: 8x
Patent and Exclusivity Info for this product: Click Here -
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name UNITHROID
Applicant: STEVENS J

http:l/www.acccssdaxa.fda.gov!scﬁpts/cderl..Jtempmdct.cﬁn?Appl_No-OZIZIO&TABLEl=R 4/25/02
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Strength: 0.125MG
Application Number: 021210
Product Number: 007
Approvai Date: 7. AUG 21, 2000
Reference Listed Drug,, . No
RX/OTC/DISCN:» -~ RX
TE Code: BX
Patent and Excluswny Info for thxs product: Cllck Hcre
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name UNITHROID
Applicant: STEVENS J
Strength: 0.15MG
Application Number: 021210
Product Number: 008
Approval Date: AUG 21, 2000 3
Reference Listed Drug: No 2.
RX/OTC/DISCN: RX fp )
TE Code: _ _ BX .
Patent and Exclusivity Info for this product: Click Here o
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name UNITHROID
Applicant: STEVENSJ
Strength: | 0.175MG
Application Number: 021210
Product Number: 009
Approval Date: AUG 21, 2000
Reference Listed Drug: - No
RX/OTC/DISCN: - RX -
TE Code: BX
Patent and Exclusmty Info for this product. gg:_k_l—_lm
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral -
Proprietary Name UNITHROID
Applicant: STEVENS J
Strength: 0.2MG
Application Number: 021210
010

Product Number:

http://www.accessdata. fda gov/scripts/cder.. /temptndet.cfm?Appl_No=021210&TABLE1=R 4/25102
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Approval Date: ' + AUG 21,2000
Reference Listed Drug: No
RX/OTCDISCN: RX
TE Code: - B BX
Patent and Exclusivity Jnfo for this product: Click Here
Active Ingredient: LEVOTHYROXINE SODIUM
Dosage Form;Route: Tablet; Oral
Proprietary Name . UNITHRODD
Applicant: STEVENSJ
Strength: 0.3MG
Application Number: 021210
Product Number: 011
Approval Date: AUG 21,2000
Reference Listed Drug: Yes
RX/OTC/DISCN: RX
TE Code: _ BX ,
Patent and Exclusivity Info for this product: Click Here ’. Lo
Thank you for searching the Electronic Orange Book
R to Electronic e Book Hi Page
http:f/www.accessdata.fda.govlscriptslcderl...ltcmpmdet.cﬁn?Appl_No=02lZlO&TABLEl-R 4/25/02



Proprietary Name Search Page 1 of |

Proprietary Name Search Results from "Rx" table for query on "unithroid.”

Active
Ingredient Route
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LEVOTHYROXINE
SODIUM
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http://www.accessdata.fda gov/scripts/cder/ob/docs/temptn.cim 4/25/02



NDA 76187

Levothyroxine Sodium
Tablets USP

0.025mg, 0.05mg, 0.075mg,
0.088mg, 0.1mg, 0.122mg,
0.125mg, 0.15mg, 0.175mg,
0.2mg and 0.3mg

Mylan Pharmaceuticals

Approval Date: June 5, 2002

Div Docket Memos



Doc. RooN

MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
T PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: June 5, 2002

FROM: Gary Buehler ,aé&-'-\ ("a'-”"'-‘ Gfs]er
Director
Office of Generic Drugs :

Center for Drug Evaluation and Research

SUBJECT: Approval of ANDA 76-187
Levothyroxine Sodium Tablets

3
Mylan Pharmaceuticals, Inc. :‘
. 5. .
TO: Docket # 02P-0135/PSALl &
ANDA 76-187 File .

Jerome Stevens Pharmaceuticals Inc. (Jerome) submitted a Petition for a Stay of Action, No.
02P-0135/PSA1, dated March 26, 2002, and filed by the Agency on March 28, 2002, The petition
requests that FDA immediately and indefinitely stay (1) all grants of drug pre-market authority

that were based on New Drug Applications (NDAs) or Abbreviated New Drug Applications

(ANDAs) that used, relied on, or were based on Jerome'’s confidential and trade secret

manufacturing information for orally-administered levothyroxine sodium (LS) and (2) all

pending and prospective NDAs and ANDAs that use, rely on, or are based on Jerome’s
confidential and trade secret manufacturing information for orally-administered LS. Jerome

claimed in a Notice of Claims Pursuant to the Federal Tort Claims Act dated March 26, 2002

(Notice) that certain information that had been posted on the FDA’s website

(http://www.£fda.gov/cder/) on August 22, 2000, regarding Jerome’s NDA 21-210 for

LS was confidential and trade secret information.

The Office of Generic Dfugs has reviewed Mylan Pharmaceuticals, Inc. (Mylan)’s ANDA 76-
187, submitted on June 5, 2001, and has determined that the Mylan ANDA did not use or rely on,
and was not based on Jerome's allegedly confidential information. This determination is based on
the fact that the batches Mylan used to support its ANDA were manufactured prior to the posting
on the agency's website of the approval materials from Jerome’s NDA forLS.!

1 The filing of this memorandum solety represents a determination that the Mylan ANDA did not use or rely on, and
was pot based on Jerome’s allegedly confidential information. It does not represent 2 determination with regard to
any other issue, nor does it constitute an admission of any issue raised by Jerome's Petition or Notice.



ANDA 76-187
Mylan Pharmacenticals, Inc.
Levothyroxine Sodium Tablets

-~

cc: ANDA 76-187

DocRet# 02P-0135/PSAl

Division File

C. Parise, HFD-600 ~

D. Katz, GCF-1

K. Schifter, GCF-1

L. wh:pfug. GCF/
v:\firmsam\mylan\76187mem2fin.doc

» "! -p.n.-{" .



*&,‘ qu,,% DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research
Rockville, MD 20857

DATE: June 5, 2002

FROM: Lawrence X, Yu, Ph. D.
Deputy Director for Science (Actg.) 5 ontesd
Office of Generic Drugs

Center for Drug Evaluation and Research 55“‘ & plees
SUBJECT:  Approval of ANDA 76-187

Mylan Pharmaceuticals Inc
Levothyroxine Sodium Tablets 1.
L
TO: The ANDA file for ANDA 76-187 i ol

Background

The Division of Bioequivalence, Office of Generic Drugs (OGD) has concluded that the
Mylan ANDA 76-187, levothyroxine sodium tablets, meets the FDA’s current
bioequivalence criteria for AUC and Cmax (90% confidence interval with the limits of
80-125 based on log transformed data). The bioequivalence criteria are calculated using
data that is not baseline corrected based upon current agency policy regarding this
specific drug product. This policy is outlined in the Guidance to Industry Guidance for
Industry, Levothyroxine Sodium Tablets - In Vivo Pharmacokinetic and Bioavailability
Studies and In Vitro Dissolution Testing issued December 2000, The bioequivalence
study submitted in Mylan’s ANDA was found to be acceptable on December 31, 2001.

On May 08, 2002, Abbott Laboratories (Abbott) wrote to the FDA to request a meeting,
and contended that hioavailability parameters calculated from baseline uncorrected data
is much less sensitive to changes in bioavailability than is the case for bioequivalence
assessment of nanendogenous compounds for which baseline data are essentially zero. -
Abbott contends that bascline correction should be considered for ievothyroxine sodium
drug products. Abbott proposed two altemative baseline correction methods on
calculation of pharmacokinetic parameters'. The FDA’s current policy for levothyroxine
sodium drug products is to not correct baseline in the bioequivalence determination.

! A third method was also mentioned in this letter, but Abbott has not completed the necessary studies for ,
this method at this time. FDA has indicated a willingness to meet with Abbott to discuss this subject once
the final study report for the ongoing study is available.



Approval of ANDA 76-187
Mylan Pharmaceuticals Inc.
Levothyroxine Sodium Tablets

Although these two alternative methods set forth by Abbott are not vaiidated or accepted -
regulatory methods, OGD applied them to Mylan ANDA 76-187 to address the issues
raised by Abbott

Methods
Pharmacokinetic/Statistical Analysis of Abbott’s Proposed Methods
TA LY

AUC(0-48hrs), Cmax and log transformed AUC(0-48hrs), and Cmax were analyzed by
Analysis of Variance (ANOVA) with effects for treatments, sequence of dosing, subjects
within sequence, and study period in the statistical model.

The two one-sided hypotheses at the a=0.05 leve] of significance were tested for AUC(C-
48hrs) and Cmax in original scale and after log transformation, by constructing the 90% ,
confidence intervals for the differences between the test and the reference least squares Y
means, and were reported relative to the reference means. i
These AUC(0-48hrs) and Cmax values were subjected to two baseline correction E ‘
methods proposed by Abbott. '

Method 1- This method assumes that the contribution of endogenous levothyroxine to
the observed levothyroxine concentration is constant. The average of the ~0.5, -0.25 and
0 time concentration values prior to dosing (Chaseiine ) are taken as representative
endogenous levothyroxine concentrations over the next 48 hrs. Baseline corrected Cmax
and AUC (0-48hrs) were calculated by:

Corrected Cmax = Observed Cmax-Chycine

Endogenous AUC (0-48 hrs) = Coseiime x 48 hrs

Corrected AUC (0-48 hrs) = Observed AUC (0-48 hrs) — Endogenous AUC (0-48 hrs)
Method 2- Thxs method assumes that large doses of levothyroxine completely suppress

levothyroxine prodyction at the time of dosing. Consequently, the concentration of
endogenous material-declines exponentially from the baseline level, with a half-life of 7

days (168 hrs) that corresponds to a value for B of log2/168. Baseline corrected Cmax
and AUC (0-48hrs) were calculated by:

Corrected Cmax = Observed Cmax- Chasetine exp(-§ x Observed Tmax) -

Endogenous AUC (0-48hrs) = Chaseiine/B (1-exp(-48 x B ))
Corrected AUC (0-48hrs) = Observed AUC (0-48hrs) - Endogenous AUC (0-48hrs)



Approval of ANDA 76-187
Mylan Pharmaceuticals Inc.
Levothyroxine Sodium Tablets

All calculation;s were done using SAS (The code is available upon request).

Results ~-

Table 1. Mean phérmacokinetic parameters (+ sd) for the 600 mcg dose of levothyroxine
ANDA# 76187.

Parameter Test Reference | Ratio(T/R)! | 90% CI
Ln AUC(0-48hrs), No 8.64(0.12) |8.66(0.13) |0.98 96-100
baseline correction

Ln AUC(0-48hrs), Baseline 7.40(0.24) | 7.48(0.22) |0.92 85-99
correction, Method 1

Ln AUC(0-48hrs), Baseline | 7.61{0.19) 7.67(0.19) | 0.94 88-99
correction, Method 2

La Cmax, No baseline 5.03(0.14) |5.06(0.14) |0.96 94-100
correction

Lo Cmax, Baseline 423(0.25) |4.32(0.21) |0.91 86-97
correction, Method 1 ,

Ln Cmax, Baseline 4.25(0.24) [ 4.33(0.21) | 9091 87-97

correction, Method 2

1.Ratio of Least Squares Geometric Means

Table 2. Mean pharmacokinetic parameters (+ sd) for the 500 mcg dose of

Levothyroxine ANDA# 76187.

.| Parameter Test Reference | Ratio(T/R)' | 90% CI
Ln AUC(0-48hrs), No 8.61(0.12) 8.61(0.11) |0.99 97-101
baseline correction
Ln AUC(0-48hrs), Baseline 7.29(0.25) |7.33(0.26) | 0.94 90.99
correction, Method 1 :

Ln AUC(0-48hrs), Baseline 7.52(0.20) 7.55(0.21) | 0.96 92-99

correction, Method 2 -

Ln Cmax, No baseline 495(0.13) |4.98(0.12) 0.95 93-99

correction :

Ln Cmax, Baseline 4,04(0.25) | 4.14(0.21) 0.88 83.94

correction, Method 1

Ln Cmax, Baseline 4.06(024) |{4.16(0.20) 088 - .. - 84-94

correction, Method 2 ’ .

1 Ratio of Least Squares Geometric Means

+ -qv ‘w'n-‘!" .



Approval of ANDA 76-187
Mylan Pharmaceuticals Inc.
Levothyroxine Sodium Tablets

Table 3 Mean ﬁharmacokinetic parameters (+_ sd) for the 300 meg dose of Levothyroxine

ANDA# 76187. ~

- :
Parameter = - Test Reference | Ratio(T/R)" { 90% CI
Ln AUC(0-48hrs), No 8.68(0.10) |8.70(0.10) ]0.99 97-100
baseline correction

Tn AUC(0-48hrs), Baseline | 7.55(0.22) 7.58(0.18) | 0.96 90-102
correction, Method 1

Ln AUC(0-48hrs), Baseline 7.73(0.17) 7.76(0.15) 0.97 92-102
correction, Method 2 :

Ln Cmax, No baseline 5.06(0.10) |5.10(00.09) |0.96 94-98
correction

Ln Cmax, Baseline 431(0.18) |4.37(0.1 8) 0.94 90-97
correction, Method 1

Ln Cmax, Baseline 433(0.17) |4.38(0.18) |0.94 90.97
correction, Method 2

1.Ratio of Least Squares Geometric Means

Conclusion:

FDA has determined that although these
accepted regulatory methods, the Mylan levoth

two alternative methods are not validated or
yroxine sodium tablets meet the 90%

W '."'I!'\“ .

confidence interval limit of 80-125, for AUC and Cmax when the baseline is adjusted
according to the methods proposed by Abbott. This does not mean that the FDA has in
any manner endorsed these two methods proposed by Abbott.

In fact, the current bioequivalence criteria for an ANDA for levothyroxine sodium tablets

does not utilize baseline corrected data. Mylan's application meets FDA's current

bioequivalence criteria.



Food and Drug Administration
Rockville MD 20857

DEPARTMENT OF HEALTH & HUMAN SERVICES

JUN 5 me

T -

Eﬁ]ord & Associates, P.C.
Burke Professional Center
5282 LynGate Court

Burke, VA 22015
Reference Number: OGD 02-245
Dear Mr. Emord: |
This letter is in response to your correspondence datéd May 2, 2002. You state that you represent
Jerome Stevens Pharmaceuticals Inc. (JSP). JSP is the holder of an approved new drug application
(NDA) for levothyroxine sodium tablets (Unithroid™ and this drug product has been designated,
the reference listed drug in Approved Drug Products with Therapeutic Equivalence Evaluationst -
Book). You request that the Office of Generic Drugs (OGD) confirm that any sponsor oy .
(ANDA) seeking bioequivalence status to Unithroid™ will have®
jetter. You also stated that ANDAs must complete "the

(Orange
an-abbreviated new drug application
to meet the specific criteria stated in your
clinical requirements" before approval.
! “The Drug Price Competition and Patent Term Restoration Act of 1984 (Pub. L. No. 98-417) (the
. Hatch-Waxman Amendments) created section 505(j) of the Food, Drug, and Cosmetic Act (the Act),
which established the current ANDA approval process.
and (iv) of the Act specify that an ANDA must contain information
dosage form and strength are the same
as the listed drug and that the drug is bioequivalent to the listed drug. Under the Hatch-Waxman
"“Two products will be considered bioequivalent drug
jcal alternatives whose rate and extent

Sections 505()(2)(A)G1), (iii),
cal equivalents or pharmaceuty
ficant difference when administered at the same molar dose of the

to show that the active ingredient, route of administration,
Amendments, the agency issued regulations that govern bioequivalence determinations. The
regulations at 21 CFR 320.23(b) state that
products if they are pharmaceuti
anie information as an NDA. (See section

NDA and 21 CFR 314.50 for more detailed

The Act does not require amr ANDA to contain the s
505(b)(1) and (d) of the Act for the requirements for an
regulatory requirements for the content an
the requirements for an ANDA application
requirements for the content and format of an ANDA.) Accordingly,
sodium are not required to meet the same clinical study requirements as NDAs for levothyroxine

sodium.

of absorption do not show a signi
active moiety under similar experimental conditions. . . ."
d format of an NDA. See 505(j)(2) and (4) of the Act for
and 21 CFR 314.94 for more detailed regulatory
ANDAs for levothyroxine



Emord & Associates, P.C.
Levothyroxine Sodium

You raise three specific criteria regarding stability that you believe an ANDA must meet before the
product can be censidered to be bioequivalent to Unithroid™ and/or before a product may "be
considered for substitution to Unithroid™." The application of these critenia to ANDAs is addressed
more fully below, but FDA notes that stability and batch data are intended to demonstrate that a
sponsor is able to successfully manufacture a product and that the product will be stable through the
expiration date. A determination of bioequivalence is dictated by whether the rate and extent of the
absorption of the ANDA product shows a significant difference from the reference listed product.
(See 21 CFR 320.23(b)). Therapeutic equivalence refers to products that are bioequivalent and
pharmaceutically equivalent. Drug products are considered pharmaceutical equivalents if they
contain the same active ingredient, are of the same dosage form, route of administration, and are
identical in strength or concentration. (See the Preface to the 21st edition of the Approved Drug
Products with Therapeutic Equivalence Evaluations (the Orange Book).) Accordingly, while
ANDAs must demonstrate adequate stability and batch data, these data do not determine
bioequivalence or therapeutic equivalence.

-lr-v{‘ .

The specific criteria you raised in your letter and OGD’s comments follow:

1. “Suecessful completion of ICH stability guidelines at storage conditions of 6 months at 40°
C and 75% RH and Long Term conditions of 25° C and 60 % RH. Conditions other than
these cannot qualify a drug asa generic equivalent to Unithroid™.”

Under 21 CFR 314.94(a)(9), ANDA applicants are required 1o submit information on

chemistry, manufacturing, and controls for the proposed drug product. This information

includes stability data with proposed expiration data. (21 CFR 314.94(a)(9) imposes the

requirements of 21 CFR 314.50(d)(1)(ii)(a) on ANDA applicants). However, ANDA

applicants are not required to submit the same stability information to satisfy this

requirement as NDA applicants because the stability data requirements for ANDAs are

determined in part by the existence of a significant body of information for the dosage form '
and the existence of an approved application for the particular dosage form.

To satisfy the stability requirements for an ANDA, ANDA applicants ordinarily submit 3
months of accelerated stability data at 40° C and 75% RH with testing at , 01, 2, and 3
months and/or full room temperature data in the initial submission of theANDA. . If
acceptable, these data qualify an applicant for a tentative two-year expiration date. An
ANDA applicant must confirm this dating by the submission of room temperature data and
may obtain a longer expiration date if it provides long term stability data. OGD accepls
either the ICH criteria of 25° C and 60 % RH or data generated at 25-30° C and ambient
humidity. For information with respect to stability recommendations for an ANDA, please
refer to the attached letters to industry dated November 8, 1991, and August 18, 1995 ,
which constitute guidance for industry developed and issued prior to the Good Guidance

Practices published in February, 1997.

2



Emord & Associates, P.C.
Levothyroxine Sodium

2. “No fewer tha__p 3 batches of the high and low strengths and 2 batches of each other

strength must meet the aforementioned criteria. This will insure the reproducibility of the
product while maintaining the highest product quality.”

For the reasons stated above, ANDA applicants are not required to submit the same batch
information as NDAs. To satisfy the stability requirements for an ANDA, ANDA applicants
ordinarily submit information from one batch of each strength for which it is seeking
approval with a minimum of 100,000 tablets per batch. See the Office of Generic Drugs,
Policy and Procedure Guide: # 22-90 - Revised September 13, 1990 (artached).

3, “Finally the use of Stability Overages (“spiking') must be prohibited. Manufacturers must
formulate products to have potencies of NMT 100% at the time of release.”

As indicated in the Guidance for Industry entitled Levothyroxine Sodium Products
Enforcement of August 14, 2001 Compliance Date and Submission of New Applications,
the FDA agrees that stability overages should be prohibited. Manufacturers should
formulate their product to be targeted for release at not more than 100% of the labeled
“claim. The lots released for the drug product should have a normal distribution around’
100% of the labeled claim. e

W 4

If you have any questions, please call Ms. Cecelia Parise, R.Ph., Regulatory Policy Advisor to the

Director, Office of Generic Drugs, at (301) 827-5845. In future correspondence regarding this issue,
_please include a copy of this letter and please style your submission in the form of a citizen petition
as set forth in 21 CFR 10.30.

Sincerely yours, -
Gary J. Buchler
Director
: Office of Generic Drugs’
- Center for Drug Evaluation and Research

Enclosures: Letters to industry dated November 8, 1991, and August 18, 1995; Office of Generic
Drugs, Policy and Procedure Guide: # 22-90 — Revised September 13, 1990




E L;E C TRONTIC MAIL MESSAGE

Sen51t1v1ty COMPANY QONFIDENTIAL Date: 29-Dec¢-2000 01:51pm EST
From: Donald Hare
HARE
Dept: HFD-604 MPN2 286
Tel No: 301-827-5845 FAX 301-594-0183
TO: Gary Buehler { BUEHLER )
" CC: Robert West ( WESTR )
CC: William Rickman { RICKMAN }
CC: Gregory Davis ( DAVISG )
CC: Cecelia Parise { PARISEC )
CC: Dale Conner { CONNERD )
CC: Lizzie Sanchez { SANCHEZL )
CC: Rita Hassall ( HASSALLR )
Subject: RE: levothyroxine ‘ 1

Gary: | ’ Z_

I agree with your concern regardlng the formulation of the JS levothyrcxmn (LT;
t7’ "=2ts that were approved and the formulation of the JS LT tablets that were
b:;¢§ marketed without an approved application possibly not being the same.
ATwitbugh the formulation of the two LT tablets are probably the same I think
that it will have to be checked out.

A similar situation occurred when a firm did a verapamil ER tablet RBE study and

used Searle's Calan SR, a distributor of the RLD, as the RLD rather than

Isoptin SR. Jason had to check it out to make sure that the Calan SR that was t
being distributed by Searle was manufactured by Knoll and was the same . -
formulation. i

e AT e
I E—————

E""" e e s 7 48 el T T T v S e

BA/BE guidance to only hfilve one RLD, i.e. the 0.3 mg tablet, for 11 streng
a1 medically important drug, it may be reconsidered. Mylan was wise in do
three BE studies but you have to wonder why they did not use the same- lot

on



-

ELECTRONIC MAIL MESSAG E
E

Sensitivity: COMPANY CONFIDENTIAL Date: 02-Jan-2001 04:3ipm EST
From: Gary Buehler
_ BUEHLER
Dept : HFD-600 MPN2 286
Tel No: 301-827-5845 FAX 301-594-0183
TO: Donald Hare ( HARE )
CC: Robert West . ) { WESTR )}

CcC: Christine Rogers _ - ( ROGERSC )

Subject: Re: levothyroxine | '

Don

T discussed this issue at Bio DDs and Dale suggested the same plan.
Since there were no clinical trials required for this application, th

1
e |-
feeling was that there may be some statement made that they have been % .
marketing this same formulation for __ years etc. ' ! &

N

T - me know hat you find out.

RS
Lanks

3

VV VYV VYV Qe

v
Gl
[
<

>

»T called Chris Rogers, the attorney who has the lead on the

levothyroxin issue.

>She provide a lot ®of valuable information which may forestall the

contacting, of '

>J5. -

> ' - i

>She suggested that 1 contact David Lewis, the chemist with the

responsibility

for the 505(b) levothyroxin applications. Chris seem to think that
historical . S

. ,data was also submitted with JS NDA which may answex our question of

whether the '

»>Mylan ANDA used the correct formulation in their BE study.

>
nave tried calling David a couple of times but only get the answering

smachine.
>
>Stayed tuned.
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ELECTRONIC MAIL MESSAGE

) Date: 04-Jan-2001 03:29pm EST
From: Donald EHare
HARE
Dept: HFD-E04 MPN2 286,
_ Tel No: 301-827-5845 FAX 101-594-0183
TO: Gary Buehler ' . ( BUEHLER )
CC: Robert West’ WESTR )
CC: Rita Hassall HASSALLR )

(
{
cCc: Cecelia Parise { PARISEC )}
(
{

CcC: Dale Conner CONNERD )
CC: Frank Holcombe HOLCOMBE )
Subject: levothyroxin:
1
Gary: t -

I met with David Lewis this afterncon and he was extremely helpful. Iﬁagﬁviewed
the JS NDA and could not find any reference to a pre-approval formulation.

r -id then called his contact at JS with a number of gquestions to ask so as to

" .- ible to answer our guestion as to whether JS was marketing levothyroxin
L.olets before JS NDA was approved and if they were marketing before approval
was the formulation the same 2s what was approved. :

Js indicated that they had been marketing levothyroxin tablets for about 10
years and the approved formulation had not changed from the formulation that was
marketed before approval. With this information David did not have to ask
additional guestions to confirm what we hope to be true i.e. Mylan had used JS
approved formulation in their BE study -

Therefore based upon this JS answer to David's question any other ANDA applicant
using a marketed JS levothyroxin tablet as the reference listed drug will be
using the same formulation as Mylan and when approved the two ANDAs can be rated
as therapeutic egquivalent.

pavid also indicted that he would share the experience he gain in reviewing the
levothyroxin NDAS with any of our chemists that are assigned to review the
levothyroxin tablet- ANDAs. He indicated that acceptable stability data was
extremely difficult to obtain on the lowerI strengths.

Don



NDA 76187

Levothyroxine Sodium
Tablets USP

0.025mg, 0.05mg, 0.075mg,
0.088mg, 0.1mg, 0.122mg,
0.125mg, 0.15mg, 0.175mg,
0.2mg and 0.3mg

Mylan Pharmaceuticals

Approval Date: June 5, 2002

ANDA Approval Summary
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ANDA 76-187

—

=

LEL L WL 11 .
Mylan Pharmaceuticals Inc.

Attention: Frank R. Sisto

781 Chestnut Ridge Road

P.0. Box 4310

Morgantown, WV 26504-4310

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the
Federal Food, Drug and Cosmetic Act.

NAME OF DRUG: Levothyroxine Sodium Tablets USP, 0.025 mg,
0.05 mg, 0.075 mg, 0.088 mg, 0.112 mg, 0.125 mg, 3
0.15 mg, 0.175 mg, 0.1 mg, 0.2 mg and 0.3 Mg *;

DATE OF APPLICATION: June 5, 2001 | Rl

. r

DATE (RECEIVED) ACCEPTABLE FOR FILING: June &, 2001

We will correspond with you further after we have had the
opportunity to review the application.

DPlease identify any communicationa concerning this application
with the ANDA number shown above.

should you have questions concerning this application, contact:

Michelle Dillahunt
‘ Project Manager
o (301) 827-5848

- ‘Sincepely yours,

- /S/
Wm Peter Rickman
Acting Director
Division of Labeling and Program Support

office of Generic Drugs
center for Drug Evaluation and Research



ANDA CHECKLIST FOR COMPLETENESS and ACCEPTABILITY of the

o APPLICATION
aNDas 7 '13 q .. FIRM NAME__ WM
RELATED APPLECATION(S) ar: J

DRUG NAME: Mﬁ,&jﬂéﬁm

DOSAGE FORM: TM f»fsf

FIRST GENERIC?

aoM

‘o v 5'- :
Electronlc Subm:.ss:Lon (Chem) -mail notification sent

L]

Team Leader ke Sariede!

Labeling Reviewer wn,ﬁh_fﬁﬁ_l— HMF }

‘'Random Assignment Bn2- _ o } -
Micro Reviewer : wla , ' - g‘
|4 . ?

Pharmacodynamzc study (Dr. Fann:.ng) /\/} ﬁ

| Letter Date L/; ]?0‘0 T Received Date 5&26 lém {
Comments £ & §] l/ On Cards \/

]
=
1)}

RO

V- .
Therapeutic Co_dej_g_sz- 300 ﬂaﬁ&"ﬁ

Methods Validation Package (3 cop:.es) _ k
(Requa.:ced for Non-USP drugs)

Archival, and Review copies Vv CM‘L e

P

Cover Letter /

Table of Contents /

Field copy certification (oxiginal s:.gnature) /

|




Signed and Comple Application Form (356h)

(Statement regarding Rx/PTC Status) v
Sec : ' . ) ] v F 0 . f‘W
see. | Bagis for Submission 12 3
RLD UNIT 4 . Firm_Stewens v
1s an’ ANDA. Suitability petition reguired? If yes,

consult needed for pediatric study regquirement.

111

" Sec.

Patent Certification
1. Paragraph?
2. Expiration of Patent .
A. pediatric Exclusivity Submitted? :
B. Pediatric Exclusivity Tracking System checked?

| Exclusivity Statement L7

v

Eec.

Comparison between Egperic Drug and RLD—SOSQH(J)(A)
1. Conditions of use

2. Active ingredients [

3. Route of administration v
4

5

. Dosage Form

Strength Iﬁ:

Sec.

Labeling _

1. 4 copies of drafty}pach strength and container) or 12
copies of FPL__ . : ' .

2. 1 RLD label and 1 RLD container label 7

3. 1 side by side labeling compar; on with all differences
annotated and explained : :

1005

VI

Sec.

1. Financial certification (Form FDA
Disclosure statement {Form 3455)

(for BE studies only!) ' - 5»5&
In Vivo Study Protoceol (s) : , &\9)5?;bﬂﬂ

In Vivo Study(ies) v~ fl-w %

. Computer Disk Submitted .

. Request f&r Waiver of In Vivo Study (ies) vV

In Vitro Dissclution Data _

Formulation Data Same? (Comparison of all

Strengths) ' ' :
{Ophthalmics, Otics, Externals, Parenterals)
paragraph IV bio study acceptable for fili .7
g. Lot numbers of products used in Bio-study L{({
10.DSI inspection reguest needed? ‘ 0

1%* Generic 1** study for site oth 5753
E-mail notification to bio PMs sent__ 1ﬁF 10

1

Bioavailability/Bioequivalence \/ m *"(7 ,
3454) V. and :

QoUW N

o




SecC.
Vil

Components and Composition Statements
1. Unit composition and batch formulation

2. Inactive ingredients as appropriate / o oA
S | V- See smesd S FHFAK
— ”
sc. | Raw Materials Controls '
1. Active Ifigredients :
‘a. Addresses of bulk manufacturers_}/ - y/‘ '
b. Type II DMF authorization letters Oor sSynthesis

c. Certificate(s) of analysis specifications and téo.
results from drug substance manufacturez (s)

d. Applicant certificate of analysis

e. Testing specifications and data from drug product
manufacturer(s)__ -7 -

f. Spectra and chromatogxams for reference standards
and test samples

g. CFN numbers :

2. Inactive Ingredients . : -

a. Source of inactive ingredients identified

b. Testing specificatiEE;r{including identificardon and
characterization) '

2
3. CGMP Certification/GLP
T 4

c. Suppliers’ certifica:ss’of analysis (specifications | ¥
_ and test results) If i
d. Applicant certificate of analysis [l j'g: -
‘ : | 2
".gm Description of Manufacturing Facility
1. Full Address{es)of the Facility(ies)for the
- mManufacturi Process, Testing, and Stability el
Testing Vpg ' E ' L//
2. CGMP Certification & Kj 77
3. CFN numbers_ ([ /[ G5TS -
?“_ Outside Firms Including Contract Testing
Laboratories u/” L,

1. Full Address
Functions__ i -

CFN numbers ———

-

Sec.
XI

Manufacturing and Processing Instructions

1. Description of the Manufacturing Process {including
Microbiological Validation 1if Appropriate) )

2 Master Production Batch Record (s} for largest intended
production runs (no.more than 10x oilot batch) with
Equipment Specified ‘

3. 1f sterile product: Aseptic £ill] / Terminal

‘sterilization '

4. Filter validation (if aseptic §i11)

5. Reprocessing Scatement . :




l Sec.
11

In-Process Controls

1. Copy of Executed Batch Record (Antibiotics/3 Batches if
pulk product produced by fermentation) with. Equipment
specified,  including Packaging Records (Packaging and
Labeling Procedures), patch Reconciliation and label
Reconcilfation_ y/ ' '

2. In-process Controls g V/”

a. Sampling plans and test: procpgéures ' L
b. Specifications angd data

Sec.
- ALIT

| Ste, Shost attsdad

Container

'1. Summary of Con;;kﬁbr/tlosure system (if new resin,

provide data) -
2. Components Specifi arion and Test Data (Type III DMF
References) S V//
3. Packaging Configuration and(i}zéb '
4. Container/Closure Testing_ - - i///
5. Source of supply and supplier's address -

Sec.,
AIV

controls for the Finished Dosage Fa;m<-
1. sampling Plans and Test Procedures

ot

s

- Testing Specifications and Data . V// ,51/
5. Certificate of Analysis for Finishgd Dosage Form
- fo. 2077
o
see. | gtability of Finished Dosage Form
1. Protocol submitted _
2. Post Approval Commitments :
3. Expiration Dating Pericd iz? d
14. stability Data Submitted :
a. 3 month accelerated stability data : _
b. Batch numbers on Stability records the same as the
test batch o _
LMoY, piBo1s0 , RifoT 0D
7 T 7 -
se¢. | samples. - Statement of Availability and
Identification of:
1. Drug Substance - |
2. Finished Dosage Form v
3. Same lot numbexrs ) -
v Environmental Impact Analysis Statement /




Sec.

sec. .| GDEA (Genmeric Drug Enforcement Act)/Other:
1. Letter of Authorization (U.S8. Agent [if need

ed, ///
countersignature on 356h]) b///
2. Debarment Certification (original signature) b/

3. List of Conmvictions statement (original signature)

LR - T

-

Reviewing {SOJCST

;;L,uwé;r\\77;)421%““@§?g '7/Cp/bv

FILE‘ USE to FILE |
/Date _ RTE TR o] B

ADupiicate copy sent to bio:
(8old if RF and send when acceptable)

Recommendation:

Supervisory Concu

Duplicate copy to HFD for consult S A

Type of consult: ' ' LE

Comments regarding the ANDA:

% Aé'y_j%w(fes Whs  Conducted ffa';.usﬁ AW,
"/M.’L/Z}é‘/fébéé'f! snid (20 “TRES P23 ) LA
5 ek Akt RAD . Mlan) s uneble Lo f&H
s _dnithesid (Beed prodect Ser <-oal e
_@ﬁf{ﬁcua/ : With & eﬂﬁ-#é_mb/% ~that_feirdt St
didl A Chaseit {0t mudadind S Wi
b s wSed bolor® Jhyit warfef-et
g_ﬂ/;fw"nj‘ o B

Ravised 12/%% - v:\divisien\:wsupr\ngmw\=hnst
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ANDA APPROVAL SUMMARY

ANDA: 76-187

DRUG PRODUCT: _Levothyroxine Sodium Tablets Use

FIRM: Mylan Pharmaceuticals Inc.

DOSAGE FORM: Tablets STRENGTH: 25 mcg, 50 mcg, 7% ﬁcg,

88 mcg, 100 mcg, 112 mecg, 1235 mcqg,
150 mcg,175 mcg,200 mcg and 300 mcg

CGMP: Statement/EIR Update Status:

The EER is acceptable (OC recommendation, 8/1/01).

BIO: The bicequivalency was found to be acceptable by the
Division of Bicequivalency, Office of Generic Drugs (12/31/01,

Bio reviewer: H. Nguyen).

VALIDATION - (DESCRIPTION OF DOSAGE FORN SAME AS PIRM'S):
Both drug substance and drug product are included in the

'-q-v fu-‘f\‘ .

USP. Method validation is not required. "

STABILITY: (Are containers used in study identical to those in
R container section?)
The containers used in the stability study are identical to
those described in the container section.

LABELING:

Container, carton and insert labeling have been found aefprublir

(Labeling approval summary,

2/6/02)

STERILIZATION VALIDATION (IF APPLICABLE):

Sterilization validation is not required.

SIZE OF BIO BAE&# (FIRM'S SOURCE OF NDS OK?) 2

Executed batch sizes:

'Strength

ExRibit batch

25 mcq, 50 mcg, 75 mcg
88 mcg, 100 mcyg, 112 mcg

125 mcg, 150 mcg, 175 mc
200 meg and 300 mcg !




DMF -—— Levothyroxine Sod
(acceptable, reviewed by Liang-Lii Huang, Ph.

7 -

jum USP drug substance

D. 3/12/02)

8§IZE OF STABILITY BATCHES- (IF DIFFERENT FROM BIO BATCH, NERE.
THEY MANUFACTURED VIA THE SAME PROCESS?) :

The exhibit batches were the stability batches.

PROPOSED PRODUCTION 3ATCﬁ - MANUPACTURING PROCESS THE SAME?:

Proposed production batch sizes:

Strength [ Production batch size
25 mcg, 50 mcg, 75 mcg ~———w—  tablets
86 mcg, 100 mcg, 112 mcg _— tablets
125 mcg, 150 mcg, 175 meg e tablets
200 mcg and 300 mcg i tablets

The manufacturing process will be the same as wa

the exhibit batch.

CHEMIST: liang-Lii Huang, Ph.D.

SUPERVISOR: James Fan

-

s used for

DATE: April 23, 2002

DATE: April 23, 2002

1 ."Y - -}\‘ ‘



APPROVAL
have 12 Final Printed Labels and Labeling? Yes
Container Labels:
Carton Labeling: -
Unit Dose Blistes Labét -
Unit Dose Carton Labgt:-
Professional'Padtage" nsertLabeling:
Patient Package insert Labeling:
Auxiliary Labeling:
Revisions needed post-approval:
BASIS OF APPROVAL:

Patent Data For NDA 21210 ; No unexpired

SUMMARY (List the package size, strength(s)

No If no, list why:

patents

, and date of submission for approvat):Do you

Use

Patent Patent
: Cods

No Expiration

Description

How Filed

No unexpired exclusivity '

Exclusivity Data For NDA:

Uss
Codeisup | Expiration

Description

Lfb!llngmld

Code

Was this approval based upon a petiion? No
What is the RLD on the 356(h) form: Unithorid
NDA Number: 21210

NDA Drug Name: Levothyroxine sodium

NODA Firm: Jerome Stevens Pharmaceuticals -
Date of Approval of NDA insert and suppiement #:

S-000, app. 8/21, 2000.

Has this been verified by the MIS system for the NDA? Yes

Was this approval pbased upon an
If yes, give date of labeling guidance:
Basis of
. marketed by JSP
Basis of Approval

Approval for the Container Labelﬁ: company used sampl
since Unithroid is not commerical available.
for thie Carton Labeling: not applicable.

©OGD iabeling guidance? No

es from Levotab and thros that are

Other Comments:
REVIEW OF PROFESSIO

Established Name

NAL LABELING CHECK LIST _

umpman-ustﬂmv i so, USP

Dmmﬂnmmmmnﬂbmw
MHMMWMUSPB

et 3
e

m, F- bl

et B

e
e

X

X

HndUSP,muuywdnmbmmdthF?

- Error Pravention Analysis

Humﬁnnmdnwhtﬂm? lfyu.mm;umm.

List rassons in ETR, #f 80. Conmder.

M?wummm

Packaging

1s Us 8 new packaging configueation,

mlruaonappmndbyanANDAorNDM Ifyu.dnabt'nFTR.

1smmmmummmhm¢nddm‘! 1t you. the Poison

Pmmﬁal'lAdmroquina

IINMWinw.MMMMWMKWWMNW?

configurstion?

Tonfici between tha DOSAGE AND ADMINISTRATION snd TNDICATIONS sactions and the packaging ’




. \-‘/‘

|smwwammammmemm?

umwuuwo.-.nmdmwmmmﬁcmmmapw

>

Phibekah e g7
nmuuummlmmrmz lmummwmm?uwmmmmm
raquire canoning? mumwwm

mmmm.ﬂww‘r

Labeling

13 the name of tha dnug UACE ‘l\‘plﬂarhdcmmpcm\inm? (Nuneuwuldbum:nmimmhmm
on the lebel). .

mammwwmmmwmmm7

uucarpam-bnohmmln W3 container label? (Norwl.llﬁm-quSHP guidetines)

Labeling(continued) e km*

DoesRLDmkospodd i mmw?ﬁ.n..muwnmmlsmuwm
WMSWNMN&\MMNN‘JM

s the Manufactured munﬂmndummmmmmwhm? Ia "Jointly

F
m;mmedeMmeMMMwhhmw Nots:
Mnmmmmmwmmmmm

Scoring- menﬂnuaonﬂgnﬂnndkw and appicant (page #) in the FTR
lsthemr‘mneonngurlﬁmdmmm RLD?

HuNMiMuWthhHOWSLPPUED section?
Inactive Ingredients: (FTR: List page # in .ppliclﬁd\mmadivunllhd)

>

Huum'mwm'mmuwm-m..umnu.umw

Fwwﬁummﬂmhﬁummwﬂmmg.w.w

Faliure 10 kat gelatin, colONNg 3Qents. .nmobi-mnrup-whoescmwm?

Falhuulollsldynhlmpdnﬂnoih? (cmglgsnu-.g..mcmumodnmth)
USP Issues; (FTR:List USP/NDA/ANDA dispensing/storage recommendations)

oomnuummmmmmmm«musmmmwwm.mummm
mmpuﬂlﬂarﬂhmmmmhbh?

XXXXX)‘XX

by the

'unwmmm ofgo(mfuunad 7
Dmustmmmmmwm.mmmmmv

lummﬂmm? wnuummmmammumwm F3

8 e P e T

Zaiore of DESCRIPTION to mest USP Description
Howaver, only i sobvents apposing i innovaior abeling.

Bioequivalence Issues: (Compare bioequivalency vaiuns: inpert to stucy. List Cmax, Tovaoe, T 172 and date

atudy acceplatie) ‘
|mnbbdmmmabwmuam?nn.wulmdamm?

o

Has CLINICAL PHARMACOLOGY been modihed? il 50, briefly detail wheraiwhy.

b3

Patent/Exciusivity issuas?: FTR: Cmckmomsook-diﬁonorammn supploment for verification
ofhhudPMoreM. Ustwwonmmrul Muws.muimmm

NOTESIQUESTION§.TO THE CHEMIST:

FOR THE RECORD:

1. Review based on the labefing of NDA 21210/ S-001, JSP: Unithyroid, ; approved &/21/01
2. patent/ Exclusiviies: no unexpired patents of axclusivity, firm file 3 paragraph Pl
a. Storage Conditions:

NDA - 20-25C (88-77 F} with escursion batween 15.30 C ( 59-86 )
ANDA - stors at CRT :
USP - Nane
4. ~ Dispensing Recommendationa:
NDA - none



ANDA - Dispense in 3 tight, light resistant container as defined in UDP. Using 2 child resistant closure.
UsP - tight light resistant containes

5. Sconng:
NDA - partial bisected
ANDA - scored

: USP - none-

8. Product Line:
The innovatos rarkets their product in botdes of 100s and 10003
‘The applicant proposes to market their product in HDPE botties of 1008 with CRC. .

7. The tablet/capsule impdnt(ingsVembossing(s)l debossing(s) has/have been accurately described in the
HOW SUEPLIED section as required by 21 CFR 206.et al. (imprinting of Sofid Oral Dosage Form Products
for Human Use; Final Rule, effective /1 3/95).

8. inactive ingredients: .
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistant with the fisting of inactive Ingredients found in the statement of components and composition
appearing on page 4441-4470 section Vil (Volume 10.1) .

8. Mylan, at Morgantown, will perform all operations in the manufacturing package and labsling.

Dats of Review: 8/4I01 Date of Submission: 615101
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